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Medical Devices; Hematology and Pathology'De\lji‘ce;s;' Rectessifieatiqn ,of
Automated Blood Cell Separator Device Operatinig by Filtration Principle
from Class lll to Class Il - . -
AGENCY: Food and Drug Administration, HHS.

ACTION: Final rule.

SUMMARY: The Food and Drug AdminiStration (FDA) is reclessifyihg the
automated blood cell separator (ABCS) device operatlng by filtration prlnmple
intended for routine collection of blood and blood components from class III
to class II (special controls). The spec;al control regulrement‘ _for th;s dev1ce

is an annual report with emphasi:s on adverse reections to be fﬂed by the
manufacturer for a minimum of 3 years. The agency is takmg thls action m
response to a petition submitted under the Federal Food Drug, and Cosmet1c
Act (the act) as amended by the Medical Device Amendments of 1976 (the )
1976 amendments), the Safe Medlcal Devices Act of 1990 (the SMDA) and )
the Food and Drug Administration Modernization Act of 1997 (FDAMA). The
agency is reclassifying the automated blood c’ell‘eeiperetof dev1cesoperat1ng ’
by filtration principle into class II (special eontr(.)l}s;n)iuhecatllee special controls,
in addition to general controls, are Capeble of previiding a reesenahle assut‘ence e

of safety and effectiveness of the device.
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DATES: This rule is effective [insert date 30 days aﬁerdate of pub]zcatzonm -
the Federal Register]. R |
FOR FURTHER INFORMATION CONTACT: Paula S. MCKeever Cen‘te}'for Biologité |
Evaluatlon and Research (HFM——l 7) Food and Drug Admlnlstratlon 1401

Rockvﬂle Pike, Rockville, MD 20852-1448, 301— 827—6210

SUPPLEMENTARY INFORMATION:
I. Background

The act (21 U.S.C. 301 et seq.), as amended by the 1976 ;aftiendments_ ;,
(Public Law 94-295), the SMDA (Public Law 101-629), and FDAMA (Public -
Law 105-115), established a_cqmptrehensive syste:rin for the reguletion of |
medical devices intended for human uée. Section 513 ’of the aet (21 U.S.C.

- 360c) established three categones (classes) of dev1ces dependlng on the
effectiveness. The three categories of devices are_ e;lasstl (genel;al control.s),‘ class ‘
II (special controls), and class III (premerket appreval).

Under section 513(f)(1) of the act, devmes that were not 1n commercml
distribution before May 28, 1976, the date of enactment of the 1976
amendments, generally referred to as postamendments dev1ces are Class1fled
automatically by statute into class III without any FDA rulemaklng proc:ess,

Those devices remain in class IIl and require premarket approval, unless and

until the device is reclassified into class I or Il or EDA i§3§1168 én,ord,er ﬁ!lding
the device to be substantially equivalent, under section 513(i) of the act, to

a predicate device that does not require premarket approval. The agency |

determines whether new devices are substantially equivalent to previously



offered devices by means of premarket notificatiofl,'pr‘oceduréés’ in se(it’»icjnkfz
510(K) of the act (21 U,S.C. 360(k)) and 21 CFR part 807. |
Under section 513(f)(3) of the’act’, FDA may 1n1t1ate theﬁ réclaSsificatiQﬁ ,

of a device classified into class Il under section 513(f)(1), or the manufacturer

or importer of a device may petition the Secretai‘y?df Health and Human
Services for the issuance of an order classifying :thfe. device in class I or class
II. FDA’s regulations in §860.134 [Z 1 CFR860134) set forth the pro‘cedures
for the filing and review of a petitiOn’ er reClassifijcatioﬂ of such clfassy III
devices. In order to change the classification of thé device, it is necessary t‘h‘at’
the proposed new class have sufficient regulatory zcontrOIS to jprovidé
reasonable assurance of the safety and éffectiveﬁéés of the devmeforlts

intended use.

II. Regulatdry History of the Device

The AUTOPHERESIS-C SYSTEM, an ABCS, ifntended for the routine
collection of blood and blood components, is a pQZStamendmems dev1ce .

classified into class IIl under section 513(f)(1) of tl}e act. Therefore, the device

cannot be placed in commercial distribution for the routine collection of blood

and blood components unless it 1s reclassified under section 513(f)(3) of the
act, or subject to an approved premarket approval apphcatmn (PMA) under N

section 515 of the act (21 USC 360e) FDA is takmg thls actlon under sectlon

513(f)(3) of the act and §860. 134 based on 1nformat10n submltted ina pet1t10n
by Baxter Healthcare Corp. (Baxter) on June 17, 1996 requestmg | - |
reclassification of the AUTOPHERESIS—C SYSTEM, intended forrout‘ine '
collection of blood and bl‘,Qan ,Qomponents,‘ from c:lasé I to C,l,aSs II (Ref. 1)
Although Baxter submitted its petition for reclagsiﬁficétion unﬂeif_sectiq'g ,5,'1;3(9)

of the act, the request should have been s_ubmittéd undelth;eQI;i,QﬂIl,ﬁlS(f)k(3), jand
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therefore FDA has consrdered the petltlon filed under sectlon 513(ﬂ(3] -
Consistent with section 513(f)(3) of the act and § 860 134 FDA referred the |
petition to the Blood Products Advisory Commlttee Medlcal Dev1ces Panel -
(the Panel) for its recommendatlon on the requested change in classu’lcatlon

The Panel met on September 26, 1996, at a pubhc meetlng (Ref 2)
II. Device Description

The AUTOPHERESIS-C SYSTEM, intended for,r‘outin\e‘_ collection of blood
and blood components, is an automated plasmaplleresis system. It utilizes a
spinning membrane separation device to achieve rapld and gentle separation
by filtration of whole blood into ,‘CQD“CB,IltIat@d ,céllli;l,ar,,,,gompOﬁéhtS for
reinfusion and into plasma for collection. »

The instrument uses a system of pumps and sensors controlled by a
microprocessor and it incorporates a variety of safety and alarrn system

functions. It uses a fully automated processmg prograrn to collect a preset

volume of plasma from a donor. Plasma collectlon in the AUTOPHERESIS— e

C SYSTEM involves sequential phases of collectlon of plasma from the donor

and reinfusion of the residual red blood cell concentrate back to the donor

The AUTOPHERESIS-C SYSTEM is currently employed in plasma centers |
where it is used to collect Source Plasma, and it 1s also found in blood centers
and hospital blood banks where it is used for the collectlon of plasma for
preparation of fresh frozen plasrna. | |

Any change in the indication for use, i.e., for therapeutic ;use, would” ,
require a PMA because devices for therapeutic use are not included ln thls |

reclassification action. =



IV. Risks to Health

FDA has identified the following ri;sks associated with apheresis blood |
donation and processing: (1) The potentlal loss of blood due to leaks ( ) |
to citrate or heparin antlcoagulant; (4) damage to red cells, actrvatron jof,
complement, and denaturation of preteinS' (5) petentia] for sepsis and fever

due to bacterial contamination of the donor’s blood returned to the donor; (6)

infectious disease risk to the donor or to the operator due to leaks (7) electncal |
shock hazard; (8) donor stress reaction due to ,rerneyal or loss of blood; and
(9) reservoir rupture. ’ | X ” v o

Some of the reported adverse donor reactiensigare: (1) Allerglcreactlon, “
(2) vasovagal or synocopal reactien; (B)ﬁCitrate tdﬁciﬁcity; (4) h.ernatorna; (5)
hematuria or hemoglobinuria; (B)hypovolemtic reaetion§ (Gjyniiyocardial infarct 1 |
in three 'ca;.ses unrelated to the donatlon proeedure; (7) mesenteric thromboeis k
unrelated to the donation procedure; (8) chest patnS" (9) hlgh bylood pressure; o
(10) blood clotting; (11) nonresponsrve donor durmg or after the donatmn |
procedure; (12) death of a donor several days followrng an apher931s unrelated |
to the procedure; (13) blood spray; and (14) tublngy‘separatron: - |

In addition to the potential risks of the AUTOPHERESIS——C SYSTEM and .
subsequent generic types of ﬁltration—based blood tcell separators 'there is
sufficient information about the benefits of the deV1ce Spemflcally, the
AUTOPHERESIS—C SYSTEM has been used since, 1986 and the data presented
by Baxter show no ev1dence of cellular or protem damage to the donor blood
the procedure i is well tolerated by the donor; and the 1nstrument is safe and

effective for plasma collection. The period from 1986 to 1996 showed that a_
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0.03 percent of donations were associated with some type of potential adverse

event that were reported to Baxter..

V. Panel Recommendation

The Panel reviewed the data and information contained in the petition

and provided by FDA, and considered the open discussions during the Panel
meeting. The Panel consisted of members with personal knowledge of and
clinical experience with the device. At a public meetmg on September 27
1996, the Panel unanimously recommended that the AUTOPHERESIS—C
SYSTEM and subsequent membrane-based blood cell separators substantlally

equivalent to this device, intended for routine Collectlon of hlood and blood

components, be reclassified from class III to class II The Panel believed that

class II with the special controls of a perlodlc report flled annua]ly fora |
minimum of 3 years with emphasis on adverse regotronswog]d prov1de |

reasonable assurance of the safety and effectiveness of the de'\fzi”ce.

VI. Special Controls

FDA believes that, in additi,on to general corltrols, the special controlsi
described below address these risks and provide reasonable assurance of _the
safety and effectiveness of the device. FDA descrlbedthe special controls in
the Federal Register of May 29, 2001 (66 FR 2914,€?)fat2,9151), and provided
an opportunity for public comment. FDA did,th,,fﬂi@ei‘.’;eﬁny jcomments on
the special controls. Therefore, on September 5, 2001, FDA issued an order
to the petitioner reclassifying the AUTOPHERESIS—CSYSTEM and |

substantially equivalent devices of this generic type from class III to class II

subject to the special controls described below (Ref 3). Through this final rule

FDA is codifying the reclassrﬁcatlon of this dev1ce by revrsmg 21 CFR
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864.9245. By listing the contents of the specialcohtrols new manufacturers
of substantially equivalent deVlCeS can, cornply wrth the same specral controls.
In addition to general Controls of the act automated blood cell separator
devices operating by filtration prmmple are sub]ect to the followrng specral
controls in order to provide reasonable assurance of the safety and |

effectiveness of the device. The manufacturer nrust file an annual report with

FDA on the anniversary date of reclasslficatiOn fof 3 consecutive years A |
manufacturer of a device determlned to be substantrally equlvalent to the
AUTOPHERESIS—C SYSTEM 1ntended for routlne collectlon of blood and
blood components, also is requrred to comply Wrth the same general and

“special controls. Any subsequent change to the deﬁvice requiriing the submiSSion
of a premarket notification in accordanse WlthSBC,thﬂ 510(1() Of the act should
be mcluded in the annual report |

Each annual report (special control) must mclude

1. A summary of adverse donor reactrons reported by the users to the

manufacturer that do not meet the threshold for mem }v1cal devrce reportlng o

under 21 CFR part 803;
2. Any change to the device, including but not limited tor
e new indications for use of the device; :
e labeling changes, including operation manualchanges, pems
» computer software changes ‘hardware changes and dlsposable item
changes e.g., collection bags, tublng, filters; e

3. Equipment failures, 1nclud1ng software hardware and drsposable 1tem

failures, e.g., collection bags, tub_lng, filters.



VII. Environmental Impact

The agency has determined under 21 CFR 25 34(b) that thlS actlon 1s of
a type that does not individually or cumulatlvely have a s1gn1f1cant effect on
the human environment. Therefore, neither an enylronmental assessment nor

an environmental impact statement is required.
VIII. Analysis of Impacts

FDA has examined the impacts of the final rUle'under Executive Order o
12866, the Regulatory Flexibility Act (5 U.S.C. 601 -612), and the Unfunded
Mandates Reform Act of 1995 (2 U.S.C. 1501 et seq ) Executlve Order 12866
directs agencies to assess all costs and beneflts of ava1lable regulatory |
alternatives and, when regulatlon is necessary, to select regulatory approaches r
that maximize net benefits (1nclud1ng potentlal economlc env1ronmental |
public health and safety, and other advantages dlstr1butlve 1mpacts and |
equity). The agency believes that this final rule i 13 con31stent w1th the
regulatory phllosophy and pr1nc1ples 1dent1f1ed 1n the Executlve order. In_
addition, the final rule is not a significant regulatory actlon as deflned by the
Executive order and so is not subject to review unglenthe,,Exes;utwet order.

Under the Regulatory Flexibility Act, if a rule;hae a signiﬁcant econonfic
impact on a substantial number of small entities, an agency must con51der

alternatives that would m1n1m1ze the economic 1mpact of the rule on small

entities. Reclassification of the affected devices from class III to class 11 w1ll

relieve manufacturers of the cost of complying W1th the premarket approval
requirements of section 515 of the act, and may pernnt small potentlal
competitors to enter the marketplace by lowering therr costs. Although the flnal

rule requires manufacturers of these devices to f;l,e,,an,ralltngaltxeport with FDA,
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for 3 consecutive years, this is less burdensome than the current premarket

approval requirement that annual reports be submrtted to FDA on an ongomg

basis. The agency, therefore, certifies that the flnal rule W1H not have a

significant economic impact on a substantlal number of small ent1t1es
Therefore, under the Regulatory Flex1b1hty Act, no further analy51s is requlred. '
In addition, the Unfunded Mandates Reform Act does not reqmre FDA to o

prepare a statement of costs and beneﬁts for the flnal rule because the rule N

will not impose costs of $100 million or more on State local, and tribal
governments in the aggregate, or the private sector in any one year (ad]usted

annually for inflation).

IX. Paperwork Reduction Act of 1995 =

This final rule contains no collections of information. Therefore, clearance =~

by the Office of Management and Budget under the:Paperwork Reduction Aot k

of 1995 is not required.

X. Federalism

FDA has analyzed this final rule in‘:accordance w1th the brinCipIes set’ o

forth in Executive Order 13132 FDA has determlned that the rule does not

contain policies that have substantial dn‘ect effeots on the States on the i

relationship between the National Government and the States or on the -
distribution of power and respon51b1htes among the vanous levels of
government. Accordingly, the agency has concluded that the rule does not ,
contain policies that have federalism 1mphcat10ns as defmed 1n the Executlve
order, and, consequently, a federahsm sﬂununarynnpaot statement is not N |

required.
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XI. References

The following references have been placed on dlsplay in the Dockets "
Management Branch (HFA~305) Food and Drug Adrnlmstratlon 5630 Flshers
Lane, rm. 1061, Rockville, MD 20852, “and may be seen by mterested persons |
between 9 a.m. and 4 p.m., Monday through Frlday |

1. Petition for reclassrﬁcatlon of the Autophere31s C System frorn class III to class
[1 by Baxter Healthcare Corp., June 17, 1996. o | o | « |

2. Transcript of the Blood Products Advisory con{mit'tee, 5k2d:l\'/‘leeting, Septefrnber 'k
27, 1996. o SRS -

3. Order to the petitioner, September 5, 2001.
List of Subjects in 21 CFR Part 864

Blood, Medical devices, Packaging and containers |

Therefore under the Federal Food, Drug, and Cosmetrc Act and under
authority delegated to the Commlssmner of Food and Drugs 21 CFR part 864

is amended as follows

1. The authority citation for 21 CFR part 864 dontinues t,o; read as follows:

Authonty 21 U.S.C. 351, 360, 360(:, 360, 360}, 371

2. Sectlon 864.9245 is amended by redesrgnatlng paragraphs (b) and (c)
as paragraphs (c) and (d), respectively, by addlng new paragraph (b) and by
revising newly redesignated paragraphs (c) and (d) to read as follows -

§864.9245  Automated blood cell separator

* * * * *
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(b) CIa551ﬁcat1on of device operatmg by ﬁ]tratlon separatwn prmmp]e.ﬁy - '
Class II (special controls). The spemal Controls for the dev1ce are that the o a

manufacturer must file an annual report with FDA for 3 consecutlve years

(1) A summary of adverse donor reactions reported by the users to the |
manufacturer that do not meet the threshold for medlcal dev1ce reportmg |
under part 803 of this chapter; |

(2) Any change to the device, inclu}ding but kmf)t limited to

(i) New indications for use of the device; o

(i) Labeling changes, including operaﬁon rﬁarlual changeS'

(iii) Computer software changes, hardware Changes and dlsposable 1tem
changes, e.g., collection bags, tubing, fllters, | " |

(3) Equipment failures, including software, hardware and dlsposable 1terrr

failures, e.g., collection bags, tubmg, filters.

(c) Classification of device operating by centrifuga] separation principle. |

Class III (premarket approval).




(d) Date PMA or notice of comp]etzon of a PDP is requ1red No effectlve
date has been estabhshed of the reqmrement for premarket approval for the o

device described in paragraph (c) of thls section, See §864.3.

Dated: Q// 4 } 03

D /7/? |

Margareé/M Dotzel
Assistant Commissioner for Policy.
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